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Gene Targeting

A Practical Approach




"for their discoveries of principles for introducing specific gene
modifications in mice by the use of embryonic stem cells”
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Total gene=120 (up to Nov.13, 2008)

é‘;ﬁ‘; Ad-1 | A4-2 | A4-3 | Ad-4 | A4-5 | A4-7 | A4-9 | Ad-10
First Year 19 9 3 23 12 3 44 0 11
Second Year 21 23 5 31 22 0 73 1 21
Third Year 36 30 3 35 35 6 114 | 3 34
Forth Year
(Sept.20, 2008) 43 25 2 34 22 0 45 0 17
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Summary of Services (since May, 2005)

Service item Cases Cases on Cases
going completed

A4-1 Targeting Construct Production 87 16 71
A4-2 ES Cell Gene Targeting 12 0(1) 1
A4-3 Chimera Production 121 5 (44) 72
2;4(1: ;Ire-loxP Based Gene Targeting of 92 2 (23) 67
A4-5 Mouse Embryo Cryopreservation 9 0 9
and Recovery
A4-6 Sperm Cryopreservation 0 0 0
A4-7 Screening of Targeted ES Cells 258 13 (60) 185
A4-8 Pathogen Free Rederivation 1 0 1
A4-9 Mouse Embryonic Fibroblast 4 0 4
(E13.5)
¢f3|11 gfg;;/cl)::l_Pe Recombinase 82 0 (27) 55




Summary of Services (breakdown by Case)
(since May, 2005)

Servi | Total | Aca. | NTU | KMU | NCKU | NYM | Biotech | CYCU | TSGH | TCU | NHRI | NCU | FJU | uw
ce |Cases| si | ©y | W@ | SN [EET ) AR | PR AR | R BIEE | () BB
item Fl I’FPI F& - 9

Ad-1 | 87 12 | 39 2 12 2 0 2 5 3 4 1 0 5

Ad-2 | 12 1 7 0 1 2 1 0 0 0 0 0 0 0

Ad-3 1 121 | 10 | 46 2 16 21 4 2 5 3 10 1 1 0

Ad-4 | 92 14 | 40 2 10 11 2 2 5 3 4 1 1 0

Ad-5 |9 0 6 0 0 0 3 0 0 0 0 0 0 0

Ad-6 | 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Ad4-7 | 258 | 26 | 118 | 6 45 12 20 0 16 9 9 3 0 0

Ad-8 1 0 0 0 0 0 0 0 0 0 0 0 0 0

Ad49 | 4 4 0 0 0 0 0 0 0 0 0 0 0 0
Av |8 (10|38 |2 |12 |5| 2 | 2|5 |3|4|1|0]0

Aca.Si : Academia Sinica, NTU: National Taiwan University, KMU: Kaohsiung Medical University
NCKU: National Cheng Kung University, NYM: National Yang-Ming University, CYCU:Chung Yuan Christian U.
TSGH: Tri-Service General Hospital, TCU: Tzu Chi University, NHRI: National Health Research Institutes
NCU: National Central University, FJU: Fu Jen Catholic University, UW: University of Washington




Summary of Services (breakdown by P.I.)
(since May, 2005)

Servic | Aca.si | NTU | KMU | NCKU | NYM | Biotech | CYCU | TSGH | TCU | NHRI | NCU | FJU | uw
eitem | [T | £ | @B | SN | BBP | B¥ | VR | AR | R B | D | | B
73 X
Ad4-1 7 20 1 8 2 0 1 2 2 3 1 0 1
A4-2 1 3 0 1 1 1 0 0 0 0 0 0 0
A4-3 6 22 1 9 7 1 1 2 2 4 1 1 0
Ad-4 6 19 1 7 6 1 1 2 2 3 1 1 0
Ad4-5 0 2 0 0 0 1 0 0 0 0 0 0 0
A4-6 0 0 0 0 0 0 0 0 0 0 0 0 0
Ad4-7 5 19 1 7 4 1 0 2 2 2 1 0 0
A4-8 0 0 0 0 0 0 0 0 0 0 0 0 0
Ad4-9 2 0 0 0 0 0 0 0 0 0 0 0 0
A4-10 5 16 1 7 3 1 1 2 2 3 1 1 0

Aca.Si : Academia Sinica, NTU: National Taiwan University, KMU: Kaohsiung Medical University
NCKU: National Cheng Kung University, NYM: National Yang-Ming University, CYCU:Chung Yuan Christian U.
TSGH: Tri-Service General Hospital, TCU: Tzu Chi University, NHRI: National Health Research Institutes
NCU: National Central University, FJU: Fu Jen Catholic University, UW: University of Washington
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« Dr. Rudensky at University of Washington,
Seattle has requested for Kl of 5 genes.

« B6 BACs received on June 2nd, first
construct completed on June 27th.



Services and Fees

. n
Iltem Case Academic NE i
Academic

A4-1 | Targeting Construct Production per case 25,000 35,000

A4-2 | ES Cell Gene Targeting per case 60,000 80,000

A4-3 | Chimera Production pertargeted ES | 44 400 60,000
clones

A4-4 | Cre-loxP Based Gene Targeting of ES Cell per case 60,000 80,000

A4-5 Mouse Embryo Cryopreservation and per mouse line 20,000 40,000

Recovery

A4-6 | Sperm Cryopreservation per mouse line 10,000 20,000

A4-7 | Screening of Targeted ES Cells Per100 argeted |, 44 15,000
ES clones

A4-8 | Pathogen Free Rederivation per mouse line 20,000 40,000

A4-9 | Mouse Embryonic Fibroblast (E13.5) per mouse line 10,000 15,000

A4-10 | Cre/FLPe recombinase transfection per case 30,000 40,000




Time frame for a typical KO mouse experiment

LLCORE L__USER

Contact CORE for KO service

Submit genomic DNA sequences to CORE

Obtaining BAC clone from commercial resources

Hand in BAC DNA to CORE

Complete and hand over the

targeting vector USER completed probe testing

ES cell targetin
i USER executing identification of KO

Hand over the ES cell clones clones

Chimera production

Chimera born and hand overto 3~5
users after weaning —

34~52 weeks (8.5~13 months)
46~72 weeks (11.5~18 months for loxp/frt excision )
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Nobel Round Table Discussion;

ideas and the

students,

The Nobel Prize Laureate in Physiology of Medicine 2007
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Prof. Nobuyo Maeda and Prof. Oliver Smithies
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Knock-in

Knock-out

http://www.chinadaily.com.cn/hgbl/2007-11/09/content_6242889.htm



